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Applicant 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 6 sheets, including this cover sheet. 

Kl This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 5 sheets. 



3. This report contains indications relating to the following items: 
l IS Basis of the report 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
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underlying problem. The technical features necessary for achieving this result have to 
be added. 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/GB99/01 668 

I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

52 as originally filed 

I 

Claims, No.: 

1 -35 as received on 03/08/2000 with letter of 02/08/2000 

Drawings, sheets: 

1/15-15/15 as originally filed 



2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 



Yes 
No: 



Claims 
Claims 



2,5,6, 10, 11,30,32 
1,7-9, 12-29,31,33-35 



Inventive step (IS) 



Yes 
No: 



Claims 
Claims 



2, 30, 32 

1, 5-12-29, 31, 33-35 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-12, 14, 15, 21-35 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step 
or industrial applicability; citations and explanations supporting such statement 



1 . Reference is made to the following document: 

D1 : X YANG ET AL: 'A p300/CBP-association factor that competes with the 
adenoviral protein E1 A' NATURE., vol. 382, no. 8589, 25 July 1996 (1996- 
07-25), pages 319-324, XP002050400 MAC MILL AN JOURNALS LTD. 
LONDON., GB ISSN: 0028-0836 



2. The present application does not meet the requirements set forth in Article 33(2) 
PCT because the subject-matter of claims 1-3, 6-8, 12, 15-19, 21-26 and 28-32 is 
not new in respect of the prior art as defined in the regulations (Rule 64(1 )-(3) 
PCT). 



D1 discloses: 

A first isolated polypeptide spanning amino-acid residues 1805-1851 of CBP 
(page 320, column 1, paragraph 4; Figure 2). 

A second isolated polypeptide consisting of the viral E1 A polypeptide or 
consisting of the polypeptide P/CAF comprising a TRIM motif (page 322, 
column 1, paragraph 3; Figure 2C). 

A method for determining whether P/CAF is capable of inhibiting the 
interaction between CBP and E1 A or whether E1A is capable of inhibiting the 
interaction between CBP and P/CAF (Figure 2C). 

The CBP polypeptide disclosed in D1 comprises the TRAM consensus motif 
defined as SEQ ID NO. 1 in the present application. P/CAF and E1 A comprise the 
TRIM consensus motif defined as SEQ ID NO. 10 in the present application. 

Thus, the CBP, P/CAF and E1 A polypeptides per se anticipate the novelty of 
product claims 12, 21-26, 31 and 33-35, whose scope covers any compound 
comprising SEQ ID NO. 1 and/or SEQ ID NO. 10. 
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The method disclosed in D1 comprises all the process steps defined in method 
claims 1, 3, 4, 7-9, 13-20 and 27-29 and, thus, anticipates the novelty of said 
claims. Even if novelty could be established for the cited method claims, no 
inventive step could be recognised as the interaction of CBP/ p300 with the viral 
polypeptide E1 A was well known in the prior art. The same applies to the subject- 
matter of claims 5, 6, 10 and 1 1 as the interaction of p53 with E6 was known. 

3. The contribution of the present application over the prior art lies in the isolation of 
TRAM and TRIM minimal consensus polypeptide motifs (SEQ ID NO:1 and SEQ 
ID NO:10). Claims 2, 30 and 32, whose scope is clearly defined and 
encompasses neither known wild-type polypeptides comprising TRAM and TRIM 
motifs (e.g. CBP, p300 and E1 A, E6) nor known fragments of those polypeptides, 
are novel. 

Furthermore, the specific TRAM and TRIM minimal consensus polypeptide motifs 
(SEQ ID NO:1 and SEQ ID NO: 10) were not obvious in the light of the prior art. 
Claims 30 and 32 meet the requirements of Article 33(3) with regard to inventive 
step. 

4. Claims 13 and 18-20, insofar as they relate to in-vivo methods, are considered by 
this Authority to be covered by the provisions of Rule 67.1(iv) PCT. Consequently, 
no opinion will be formulated with respect to the industrial applicability of the 
subject-matter of these claims (Article 34(4)(a)(i) PCT). 



Re Item VIII 

Certain observations on the international application 

Claims 1, 3, 10, 13-17, 21-23, 27-29 and 31 do not meet the requirements of Article 6 
PCT in that the matter for which protection is sought is not clearly defined. The claims 
attempt to define the subject-matter in terms of the result to be achieved (i.e. a 
polypeptide consisting of or comprising a sequence which can bind a sequence 
according to SEQ ID NO. 1). This definition merely amounts to a statement of the 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO- April 1997) 



INTER^^l 



ONAL SEARCH REPORT 



4l 



Inter. . .onat Application No 

PCT/GB 99/01668 



C. (Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 5 Citation of document, with indication. where appropriate, of the relevant passages 



Relevant to claim No. 



p.x 



M O'CONNOR ET AL. : "Characterization of 
an E1A-CBP interaction defines a novel 
transcriptional adapter motif (TRAM) in 
CBP-p300" 

JOURNAL OF VIROLOGY. , 

vol. 73, no. 5, May 1999 (1999-05), pages 
3574-3581, XP002125824 

THE AMERICAN SOCIETY FOR MICROBIOLOGY., US 

ISSN: 0022-538X 
the whole document 

H ZIMMMERMANN ET AL. : "The human 
papillomavirus type 16 E6 oncoprotein can 
down-regulate p53 activity by targeting 
the transcriptional co-activator CBP7p300 

ti 

JOURNAL OF VIROLOGY. , 

vol. 73, no. 8, August 1999 (1999-08), 

pages 6209-6218, XP002125825 

THE AMERICAN SOCIETY FOR MICROBIOLOGY., US 

ISSN: 0022-538X 
the whole document 



1-32 



1-32 



Form PCT/tSA/210 (continuation of second sheet} (July t992) 



page 3 of 3 



INTEI^BTIONAL SEARCH REPORT 

information on patent family members 



Inten. ...onal Application No 

PCT/GB 99/01668 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



WO 9803652 



29-01-1998 



AU 



4043897 A 



10-02-1998 



Form PCT/1SA/210 (patent famUy annex) (July 1992) 



INTEf^piTONAL SEARCH REPORT 



Inte. tional Application No 

PCT/GB 99/01668 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C12N15/11 C07K14/47 C07K14/475 G01N33/68 A61K38/04 
C07K14/025 

According to International Patent Classification (IPC) or to both national cla ssification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C12N C07K G01N A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 98 03652 A (THE GOVERNMENT OF USA) 
29 January 1998 (1998-01-29) 
claim 27 

X YANG ET AL.: "A p300/CBP-associ ation 
factor that competes with the adenoviral 
protein E1A" 
NATURE. , 

vol. 382, no. 8589, 

25 July 1996 (1996-07-25), pages 319-324, 
XP002050400 

MACMILLAN JOURNALS LTD. LONDON. , GB 

ISSN: 0028-0836 
the whole document 

-/-- 



1,2 



11-32 



| X I Purtne 1 " documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority ciaim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

N Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

10 January 2000 


Date of mailing of the international search report 

26/01/2000 


Name and mailing address of the ISA 

European Patent Office, P.B. 581 8 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Masturzo, P 



page 1 of 3 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 

AM 

AT 

AU 

AZ 

BA 

BB 

BE 

BF 

BG 

BJ 

BR 

BY 

CA 

CF 

CG 

CH 

CI 

CM 

CN 

CU 

CZ 

DE 

DK 

EE 



Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Australia 


GA 


Gabon 


LV 


Latvia 


SZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


ZW 


C6te d'Tvoire 


KP 


Democratic People's 


NZ 


New Zealand 




Cameroon 




Republic of Korea 


PL 


Poland 




China 


KR 


Republic of Korea 


FT 


Portugal 




Cuba 


KZ 


Kazakstan 


RO 


Romania 




Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 




Germany 


LI 


Liechtenstein 


SD 


Sudan 




Denmark 


LK 


Sri Lanka 


SE 


Sweden 




Estonia 


LR 


Liberia 


SG 


Singapore 





Slovenia 

Slovakia 

Senegal 

Swaziland 

Chad 

Togo 

Tajikistan 

Turkmenistan 

Turkey 

Trinidad and Tobago 

Ukraine 

Uganda 

United States of America 

Uzbekistan 

Viet Nam 

Yugoslavia 

Zimbabwe 



t 



WO 99/61608 PCT/GB99/01668 

. -53- 
CLAIMS 

1 . A method for determining whether a compound is capable of inhibiting 
or disrupting an interaction between a first polypeptide and a second polypeptide said 
method comprising: 

(a) (i) incubating said first polypeptide with said second polypeptide under 
conditions which allow the first polypeptide to bind to the second polypeptide 
to form a complex; and bringing the complex thus formed into contact with a 
candidate compound; or 

(ii) incubating said first polypeptide with said second polypeptide in the 
presence of a candidate compound under conditions which would allow the first 
polypeptide to bind to the second polypeptide in the absence of the candidate 
compound; and 

(b) determining if said candidate compound inhibits or disrupts binding of the first 
polypeptide to the second polypeptide; 

wherein said first polypeptide comprises a TRAM sequence and said second polypeptide 
comprises a TRIM sequence. 

2. A method according to claim 1 wherein said candidate compound is a 
polypeptide comprising a TRAM and/or a TRIM sequence. 

3 . A method according to claim 1 or 2 wherein said first polypeptide and/or 
said second polypeptide is a viral polypeptide. 

4. A method according to claim 3 wherein said viral polypeptide is a human 
papillomavirus (HPV) polypeptide. 

5. A method according to claim 4 wherein said HPV polypeptide is E6, 

6. A method according to any one of the preceding claims wherein said 
first polypeptide and/or said second polypeptide is a polypeptide found in eukaryotic 
cells. 

7. A method according to claim 6 wherein said eukaryotic polypeptide is 
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selected from transcription factors and cell cycle regulatory proteins. 

8. A method according to claim 6 or 7 wherein said eukaryotic polypeptide 
is selected from mdm2, p53, TBP, E2F, YY1, CBP, p300, MyoD and TFIIB. 

9. A method according to any one of the preceding claims wherein said 
TRAM sequence consists essentially of the sequence shown in SEQ ID NO. 1. 

10. A method according to any one of the preceding claims wherein said 
TRIM sequence consists essentially of the sequence shown in SEQ ID NO. 10. 

1 1 . Use of a compound in a method of disrupting an interaction between a 
first polypeptide and a second polypeptide, wherein said compound is a polypeptide 
comprising a TRAM sequence and/or a TRIM sequence, said first polypeptide comprises 
a TRAM sequence and/or said second polypeptide comprises a TRIM sequence. 

12. Use of a compound in an in vitro method of disrupting an interaction 
between a first polypeptide and a second polypeptide, wherein said compound is a 
polypeptide comprising a TRAM sequence and/or a TRIM sequence, said first 
polypeptide comprises a TRAM sequence and/or said second polypeptide comprises a 
TRIM sequence. 

13. Use of a compound in the manufacture of a medicament for use in a 
method of disrupting an interaction between a first polypeptide and a second 
polypeptide, wherein said compound is a polypeptide comprising a TRAM sequence 
and/or a TRIM sequence, said first polypeptide comprises a TRAM sequence and/or said 
second polypeptide comprises a TRIM sequence. 

1 4. Use according to any one of claims 1 1 to 1 3 wherein said TRAM and/or 
TRIM sequences are as defined in claims 9 and 10, respectively. 

15. Use according to any one of claims 10 to 14 wherein said first 
polypeptide and/or said second polypeptide are as defined in any one of claims 2 to 8. 

16. Use according to any one of claims 10 to 15 wherein the disruption of 
said interaction inhibits viral transcription. 

17. Use according to any one of claims 10 to 15 wherein the disruption of 
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said interaction inhibits cell cycle progression in mammalian cells. 

18. Use according to claim 1 7 wherein said mammalian cell is a cancer cell. 

19. A compound for use in a method of disrupting an interaction between a 
first polypeptide and a second polypeptide, wherein said compound is a polypeptide 
comprising a TRAM sequence and/or a TRIM sequence, said first polypeptide comprises 
a TRAM sequence and said second polypeptide comprises a TRIM sequence. 

20. A compound according to claim 19 wherein said TRAM and/or TRIM 
sequences are as defined in claims 9 and 10. 

21. A compound according to claim 1 9 or 20 wherein said first polypeptide 
and/or said second polypeptide are as defined in any one claims 2 to 8. 

22. A compound according to any one of claims 19 to 21 wherein the 
disruption of said interaction inhibits viral transcription. 

23. A compound according to any one of claims 19 to 21 wherein the 
disruption of said interaction inhibits cell cycle progression in mammalian cells. 

24. A compound according to claim 23 wherein said mammalian cell is a 
cancer cell. 

25 . A method for identifying a compound which interacts with a polypeptide 
comprising a TRAM sequence and/or a TRIM sequence which method comprises: 

(a) incubating a candidate compound with a polypeptide comprising a TRAM 
sequence and/or a TRIM sequence under suitable conditions; and 

(b) determining if said candidate compound interacts with said polypeptide 
comprising a TRAM sequence and/or a TRIM sequence; 

26. A method according to claim 25 wherein said compound is a polypeptide. 

27. A method according to claim 25 or 26 wherein said TRAM sequence 
and/or said TRIM sequence is as defined in claims 9 and 10, respectively. 

28. A purified polypeptide consisting essentially of a TRAM sequence. 

29. A purified polypeptide consisting essentially of a TRIM sequence. 
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30. A polynucleotide molecule comprising a coding region encoding a 
polypeptide according to claim 28 or 29. 

31. A polynucleotide according to claim 30 further comprising an additional 
coding region linked to, and in frame with, the coding region encoding a polypeptide 
according to claim 28 or 29. 

32. A nucleic acid vector comprising a polynucleotide according to claim 30 



or31. 
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